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IN THE CLAIMS : 

Amend the claims as follows: 

1 . (Currently Amended) A method to isolate at least one specific interaction 
partner target mo l ocu l o of a compound, characterized in that said compound compr i s i ng 
comprises 

a functional group that can be chemically, or enzymatically, or chemically and 
enzymatically altered such that an altered compound targ e t mo le cu le interaction partner 
complex m i grates elutes at a different elution time with respect to the elution time of the 
same non-altered compound-interaction partner complex d i ff e r e nt l y from i ts una l t e r e d 
vers i on in the same chromatographic separation[[,]] 

a chemical structure determining the specific interaction between said compound 
and its interaction partner: and 

a chemically reactive group which reacts with a functionality present in the 
interaction partner, 

said method comprising the following steps: 

(a) adding said compound to a complex mixture of molecules , containing 100 or 
more different molecules, wherein said compound stably interacts with at least one of 
said molecules , which is a target molecule or interaction partner, thereby f orming a 
compound- targ e t mo le cu le interaction partner complex. 




(b) separating the resulting complex mixture of molecules and compound-tafget 
mo l ecu l e interaction partner complexes into multiple fractions in a first chromatographic 




-2- 



1428846 



VANDEKERCKHOVE et al. 
Appl. No. 10/527,662 
Atty. Ref.: 4465-6 
January 22, 2009 
Amendnnent 

step wherein in a fraction derived from said chromatographic step both molecules and 
compound- target mo le cu l e interaction partner complexes are fffoundll present , 

(c) chemically, or enzymatically, or chemically and enzymatically altering in each 
fraction said compound present in at least one compound- targ e t mo le cu le interaction 
partner complex i n e ach fraction , and 

(d) isolating at least one targ e t mo l ecu le interaction partner that interacts with 
said compound in a second chromatographic step, wherein the chromatography of 
steps (b) and (d) is performed with the same or substantially similar type of 
chromatography. 

2. (Previously Presented) The method of claim 1, wherein said complex mixture 
of molecules is a complex mixture of proteins. 

3. (Currently Amended) ffAIIThe method according to claim 2 further 
comprising the cleavage of said complex prot ei n mixture of proteins into a protein 
peptide mixture before performing step (b). 

4. (Currently Amended) [[AII The method according to claim 1 wherein said 
complex mixture of molecules is a protein peptide mixture. 

5. (Currently Amended) A method according to claim 1 anv on e of c l a i ms 1 to 
[[4]] further comprising the step of identifying the targets. 

6. (Currently Amended) The method [[ofll according to claim 5, wherein said at 
least one interaction partner is at least one targ e t mo le cu le s ar e proteinrrsll or 
peptide[[s]] and wherein said identifying step is performed by a mass spectrometric 
approach method se l ected from the group cons i st i ng of: a tandem mass sp e ctrom e tr i c 
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m e thod and/or Post - Sourc e D e cay ana l ys i s and/or m e asur e m e nt of th e mass of th e 
p e pt i d e s , in combination with peptide and protein sequence database searching. 

7. (Currently Amended) The method rfofll according to claim 6, wherein the 
m e asurement of the mass of th e p e pt i d e s i n th e identifying step is further based on the 
mass of the altered compound comb i n e d w i th on e or mor e of th e fo ll ow i ng: (a) th e 
d e t e rm i nat i on of th e numb e r of fr ee am i no groups i n th e targ e t p e ptid e s, (b) th e 
c l eavage sp e c i f i c i ty of th e prot e as e us e d to g e n e rat e th e prot ei n p e pt i d e m i xtur e ; and 
(c) the grand av e rag e of th e hydropath i c i ty of th e targ e t p e pt i d e s . 

Claims 8-12. (Canceled) 

13. (New) The method according to claim 1 , wherein the compound is a drug, a 
drug in development, a drug lead, a drug analogue, or a drug derivative. 

14. (New) The method according to claim 1 , wherein the fractions of the primary 
chromatographic separation are pooled in such a way that elution overlap between 
altered compound-interaction partner complexes originating from different fractions, and 
between altered compound-interaction partner complexes from one fraction and 
molecules from one or more other fractions is avoided. 
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